Differential responses of log and stationary phase human fibroblasts to inhibition of DNA repair by aphidicolin.
The tetracyclic diterpenoid, aphidicolin, is an effective inhibitor of DNA repair in human cells following ultraviolet irradiation. This inhibition is very efficient in confluent resting cells but not in rapidly cycling cells as measured by (1) analysis of DNA single-strand breaks by alkaline sucrose sedimentation, (2) chromatographic analysis of pyrimidine-dimer removal, and (3) repair replication using CsCl density centrifugation. The inhibition is reversed by deoxycytidine or thymidine but not by deoxyadenosine or deoxyguanosine during the repair period. The data suggest that differences in deoxynucleoside triphosphate pools between cycling and confluent resting cells determine the different efficacies of the agent in these two situations.